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PCT/JP2004/000105 
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Priority date {day/month/year) 
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Applicant 
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1 . This report is the international preliminary examination report, established by this International Preliminary Examining 
Authority under Article 35 and transmitted to the applicant according to Article 36. 



2. 
3. 



This REPORT consists of a total of 4 sheets, including this cover sheet 

This report is also accompanied by ANNEXES, comprising: 

a. Q (sent to the applicant and to the International Bureau) a total of sheets, as follows: 



| | sheets of the description, claims and/or drawings which have been amended and are the basis of this report 
and/or sheets containing rectifications authorized by this Authority (see Rule 70. 16 and Section 607 of the 
Administrative Instructions). 

[ | sheets which supersede earlier sheets, but which this Authority considers contain an amendment that goes 
beyond the disclosure in the international application as filed, as indicated in item 4 of Box No. I and the 
Supplemental Box. 

b. (sent to the International Bureau only) a total of (indicate type and number of electronic carriers)) 

. , containing a sequence listing and/or tables related thereto, in computer 

readable form only, as indicated in the Supplemental Box Relating to Sequence Listing (see Section 802 of the 

Administrative Instructions). 



4. This report contains indications relating to the following items: 





Box No. I 


□ 


Box No. II 




Box No. Ill 


□ 


Box No. IV 


El 


Box No. V 


□ 


Box No. VI 


□ 


Box No. VII 


□ 


Box No. Vm 



Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
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tional application No. 

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY I PCT/JP2004/000 1 05 




Box No. I Basis of the report 



1. With regard to the language, this report is based on the international application in the language in which it was filed, unless 
otherwise indicated under this item. 

| | This report is based on translations from the original language into the following language , 

which is language of a translation furnished for the purpose of: 

r] international search (under Rules 12.3 and 23. 1(b)) 

| | publication of the international application (under Rule 12.4) 

| | international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements of the international application, this report is based on (replacement sheets which have been 
furnished to the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report): 

|/<3 The international application as originally filed/furnished 
| | the description: 

pages , as originally filed/furnished 

pages* received by this Authority on 

pages* received by this Authority on 

| I the claims: 

pages , as originally filed/furnished 

pages* , as amended (together with any statement) under Article 19 

pages* received by this Authority on 

pages* received by this Authority on 

| | the drawings: 

pages > as originally filed/furnished 

pages* received by this Authority on 

pages* received by this Authority on 



| | a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 

3. The amendments have resulted in the cancellation of: 

| ] the description, pages . 

| 1 the claims, Nos. 



| | the drawings, sheets/figs 

| | the sequence listing (specify): 

| | any table(s) related to sequence listing (specify): „ 



Qjj This report has been established as if (some of) the amendments annexed to this report and listed below had not been 
made, since they have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box 
(Rule 70.2(c)). 

1 | the description, pages 

CU the claims, Nos. 



| 1 the drawings, sheets/figs 

| | the sequence listing (specify): 

| | any table(s) related to sequence listing (specify): _ 



* If item 4 applies, some or all of those sheets may be marked "superseded ' 
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Box No. m Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially 
applicable have not been examined in respect of: 

the entire international application. 



claims Nos. 7-12 

because: 

the said international application, or the said claims Nos. 7-12 



relate to the following subject matter which does not require an international preliminary examination (specify): 
The above claims relate to methods for treatment of the human by therapy. 



I | the description, claims or drawings (indicate particular elements below) or said claims Nos. 
' — ' are so unclear mat no meaningful opinion could be formed (specify): 



□ 



the claims, or said claims Nos. are so inadequately supported 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. ?-12 . 



| | the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex C of the 
Administrative Instructions in mat 

the written form j [ has not been furnished 

I | does not comply with the standard 
the computer readable form Qjj has not been furnished 

\ I does not comply with the standard 

| | the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do not comply with 
the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

I | see Supplemental Box for further details. 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) Claims 3, 5-6, 15, 17-18 YES 

Claims 1-2, 4, 13-14,16 NO 

Inventive step (IS) Claims YES 

Claims 1-6, 13-18 NO 

Industrial applicability (IA) Claims 1-6, 13-1 8 YES 

Claims NO 



2. Citations and explanations (Rule 70.7) 

Document 1: Protective Effects of MCI- 186 on Cerebral Ischemia: Possible Involvement of Free Radical 
Scavenging and Antioxidant Actions, (T. Watanabe, et aL), The Journal of Pharmacology and Experimental 
Therapeutics, 1994, 268 (3), pages 1597-1604 

The above document describes that MCI-186 (3-methyl-l-phenyl-pyrazoline-5on) reduces dysfunction 
of the blood brain barrier. 

Document 2: Cytokine Accumulations in CSF of Multiple Sclerosis Patients: Frequent Detection of Interleukin- 
1 and Tumor Necrosis Factor But Not Interleukin-6, (S. L. Hauser, et aL), Neurology, 1990, 40, pages 1735- 
1739 

The applicant cites the above document in the present international application, and this document 
describes that "the blood brain barrier is broken in patients with inflammation in the central nervous system, 
such as multiple sclerosis, meningitis, cerebritis, and brain tumor, and the values of TNF-a or DL-ip, which are 
inflammatory cytokines in cerebrospinal fluid, are then high" (the description from the seventh to fifth lines 
from the bottom on page 1 of the specification of the present application). 

Document 3: EP, 208874, Al (Mitsubishi Kasei Corp.), 21 January, 1987 (21.01.87) 

The above document describes that the compounds represented by the general formula (T) of the present 
international application control lipoperoxides. 

Claims 1, 2, 4, 13, 14 and 16 

The subject matters of claims 1, 2, 4, 13, 14 and 16 do not appear to be novel or to involve an 
inventive step in view of document 1 cited in the ISR. 

Document 1 describes that MCI-186, which is a compound represented by the general formula (T) of 
the present application, reduces dysfunction of the blood brain barrier, and the invention of the document is the 
same as the subject matters of the above claims. 

Claims 3, 5, 6, 15, 17 and 18 

The subject matters of claims 3, 5, 6, 15, 17 and 18 do not appear to involve an inventive step in view 
of documents 1 and 2 cited in the ISR. 

From document 2, it is known that the blood brain barrier is broken with multiple sclerosis, and so on, 
and so a person skilled in the art would have normally considered administering MCI-186, which is known to 
reduce dysfunction of the blood brain barrier (document 1), for such diseases. 
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